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The second co-primary variable was change from baseline in trough FEV; following the final
treatment day. At Day 169, both Trials 1 and 2 demonstrated significant increases in trough
FEV; for all strengths of the fluticasone furoate/vilanterol combination compared with placebo
(Table 4). The comparison of BREO ELLIPTA 100/25 with vilanterol did not achieve statistical
significance (Table 4).

Trials 1 and 2 evaluated FEV; as a secondary endpoint. Peak FEV; was defined as the maximum
postdose FEV; recorded within 4 hours after the first dose of trial medicine on Day 1
(measurements recorded at 5, 15, and 30 minutes and 1, 2, and 4 hours). In both trials,
differences in mean change from baseline in peak FEV; were observed for the groups receiving
BREO ELLIPTA 100/25 compared with placebo (152 and 139 mL, respectively). The median
time to onset, defined as a 100-mL increase from baseline in FEV1, was 16 minutes in subjects
receiving BREO ELLIPTA 100/25.

Exacerbations: Trials 3 and 4 were randomized, double-blind, 52-week trials designed to
evaluate the effect of BREO ELLIPTA on the rate of moderate and severe COPD exacerbations.
All subjects were treated with fluticasone propionate/salmeterol 250 mcg/50 mcg twice daily
during a 4-week run-in period prior to being randomly assigned to 1 of the following treatment
groups: BREO ELLIPTA 100/25, BREO ELLIPTA 200/25, fluticasone furoate/vilanterol

50 mcg/25 mcg, or vilanterol 25 mcg.
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The primary efficacy variable in both trials was the annual rate of moderate/severe
exacerbations. The comparison of the fluticasone furoate/vilanterol combination with vilanterol
was assessed to evaluate the contribution of fluticasone furoate to BREO ELLIPTA. In these

2 trials, exacerbations were defined as worsening of 2 or more major symptoms (dyspnea,
sputum volume, and sputum purulence) or worsening of any 1 major symptom together with any
1 of the following minor symptoms: sore throat, colds (nasal discharge and/or nasal congestion),
fever without other cause, and increased cough or wheeze for at least 2 consecutive days. COPD
exacerbations were considered to be of moderate severity if treatment with systemic
corticosteroids and/or antibiotics was required and were considered to be severe if hospitalization
was required.

Trials 3 and 4 included 3,255 subjects, of which 57% were male and 85% were white. They had
a mean age of 64 years and an average smoking history of 46 pack years, with 44% identified as
current smokers. At screening, the mean postbronchodilator percent predicted FEV; was 45%
(range: 12% to 91%), and mean postbronchodilator FEV1/FVC ratio was 46% (range: 17% to
81%), indicating that the subject population had moderate to very severely impaired airflow
obstruction. The mean percent reversibility was 15% (range: -65% to 313%).

Subjects treated with BREO ELLIPTA 100/25 had a lower annual rate of moderate/severe
COPD exacerbations compared with vilanterol in both trials (Table 5).

Table 5. Moderate and Severe Chronic Obstructive Pulmonary Disease Exacerbations

Mean Annual Rate Ratio vs.

Treatment n (exacerbations/year) | Vilanterol 95% CI
Trial 3
BREO ELLIPTA 100/25 403 0.90 0.79 0.64, 0.97
BREO ELLIPTA 200/25 409 0.79 0.69 0.56, 0.85
Fluticasone furoate/vilanterol 412 0.92 0.81 0.66, 0.99
50 mcg/25 mcg
Vilanterol 25 mcg 409 1.14 — —
Trial 4
BREO ELLIPTA 100/25 403 0.70 0.66 0.54, 0.81
BREO ELLIPTA 200/25 402 0.90 0.85 0.70, 1.04
Fluticasone furoate/vilanterol 408 0.92 0.87 0.72, 1.06
50 mcg/25 mcg
Vilanterol 25 mcg 409 1.05 — —

Comparator Trials

Three 12-week, randomized, double-blind, double-dummy trials were conducted with BREO
ELLIPTA 100/25 once daily versus fluticasone propionate/salmeterol 250 mcg/50 mcg twice
daily to evaluate the efficacy of serial lung function of BREO ELLIPTA in subjects with COPD.
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The primary endpoint of each study was change from baseline in weighted mean FEV; (0 to

24 hours) on Day 84. Of the 519 patients in Trial 5, 64% were male and 97% were white; mean
age was 61 years; average smoking history was 40 pack years, with 55% identified as current
smokers. At screening in the treatment group using BREO ELLIPTA 100/25, the mean
postbronchodilator percent predicted FEV; was 48% (range: 19% to 70%), the mean (SD)
FEV1/FVC ratio was 0.51 (0.11), and the mean percent reversibility was 11% (range: -12% to
83%). At screening in the treatment group using fluticasone propionate/salmeterol

250 mcg/50 mcg, the mean postbronchodilator percent predicted FEV; was 47% (range: 14% to
71%), the mean (SD) FEV1/FVC ratio was 0.49 (0.10), and the mean percent reversibility was
11% (range: -13% to 50%).

Of the 511 patients in Trial 6, 68% were male and 94% were white; mean age was 62 years;
average smoking history was 35 pack years, with 52% identified as current smokers. At
screening in the treatment group using BREO ELLIPTA 100/25, the mean postbronchodilator
percent predicted FEV; was 48% (range: 18% to 70%), the mean (SD) FEV1/FVC ratio was 0.51
(0.10), and the mean percent reversibility was 12% (range: -56% to 77%). At screening in the
treatment group using fluticasone propionate/salmeterol 250 mcg/50 mcg, the mean
postbronchodilator percent predicted FEV; was 49% (range: 15% to 70%), the mean (SD)
FEV1/FVC ratio was 0.50 (0.10), and the mean percent reversibility was 12% (range: -66% to
72%).

Of the 828 patients in Trial 7, 72% were male and 98% were white; mean age was 61 years;
average smoking history was 38 pack years, with 60% identified as current smokers. At
screening in the treatment group using BREO ELLIPTA 100/25, the mean postbronchodilator
percent predicted FEV; was 48% (range: 18% to 70%), the mean (SD) FEV1/FVC ratio was 0.52
(0.10), and the mean percent reversibility was 12% (range: -26% to 84%). At screening in the
treatment group using fluticasone propionate/salmeterol 250 mcg/50 mcg, the mean
postbronchodilator percent predicted FEV; was 48% (range: 16% to 70%), the mean (SD)
FEV1/FVC ratio was 0.51 (0.10), and the mean percent reversibility was 12% (range: -15% to
67%).

In Trial 5, the mean (SE) change from baseline in weighted mean FEV; (0 to 24 hours) with
BREO ELLIPTA 100/25 was 174 (15) mL compared with 94 (16) mL with fluticasone
propionate/salmeterol 250 mcg/50 mcg (treatment difference 80 mL; 95% CI: 37, 124; P<0.001).
In Trials 6 and 7, the mean (SE) change from baseline in weighted mean FEV; (0 to 24 hours)
with BREO ELLIPTA 100/25 was 142 (18) mL and 168 (12) mL, respectively, compared with
114 (18) mL and 142 (12) mL, respectively, for fluticasone propionate/salmeterol

250 mcg/50 mcg (Trial 6 treatment difference 29 mL; 95% ClI: -22, 80; P = 0.267; Trial 7
treatment difference 25 mL; 95% CI: -8, 59; P = 0.137).
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Mortality Trial

A randomized, double-blind, multicenter, multinational trial prospectively evaluated the efficacy
of BREO ELLIPTA 100/25 compared with placebo on survival. The trial was event-driven and
patients were followed until a sufficient number of deaths occurred. In this trial, 16,568 subjects
aged 40 to 80 years received BREO ELLIPTA 100/25 (n = 4,140), fluticasone furoate 100 mcg
(n = 4,157), vilanterol 25 mcg (n = 4,140), or placebo (n = 4,131). Subjects were treated for up to
4 years, with a median treatment duration of 1.5 years. Median duration of follow-up for the
endpoint of survival was 1.8 years for all treatment groups. All subjects had COPD with
moderate airflow limitation (>50% and <70% predicted FEV;) and either had a history of, or
were at risk of, cardiovascular disease. The primary endpoint was all-cause mortality. Secondary
efficacy endpoints included the rate of decline in FEV;, annual rate of moderate/severe COPD
exacerbations, and health-related quality of life as measured by the St. George’s Respiratory
Questionnaire for COPD patients (SGRQ-C).

Survival: Survival with BREO ELLIPTA 100/25 was not significantly improved compared with
placebo (hazard ratio 0.88; 95% CI: 0.74, 1.04). Mortality per 100 patient-years was 3.1 for
BREO ELLIPTA 100/25, 3.5 for placebo, 3.2 for fluticasone furoate, and 3.4 for vilanterol.

Lung Function: A reduction of 8 mL/year was estimated on-treatment for BREO ELLIPTA
100/25 compared with placebo in the rate of lung function decline as measured by FEV;
(95% CI: 1, 15).

Exacerbations: Treatment with BREO ELLIPTA 100/25 reduced the on-treatment annual rate of
moderate/severe exacerbations by 29% compared with placebo (95% CI: 22, 35). Treatment with
BREO ELLIPTA 100/25 reduced the annual rate of moderate/severe exacerbations by 19%
compared with fluticasone furoate (95% CI: 12, 26) and by 21% compared with vilanterol

(95% CI: 14, 28). The on-treatment annual rate of moderate/severe exacerbations was 0.25 for
BREO ELLIPTA 100/25, 0.35 for placebo, 0.31 for fluticasone furoate, and 0.31 for vilanterol.

Treatment with BREO ELLIPTA 100/25 reduced the on-treatment annual rate of severe
exacerbations (i.e., requiring hospitalization) by 27% compared with placebo (95% CI: 13, 39).
Treatment with BREO ELLIPTA 100/25 reduced the on-treatment annual rate of exacerbations
requiring hospitalization by 11% compared with fluticasone furoate (95% CI: -6, 25) and by 9%
compared with vilanterol (95% CI: -8, 24).

Health-Related Quality of Life: The St. George’s Respiratory Questionnaire (SGRQ) is a
disease-specific patient-reported instrument that measures symptoms, activities, and impact on
daily life. The SGRQ-C, a shorter version derived from the original SGRQ, was used in this trial.
Results were transformed to the SGRQ for reporting purposes. In a subset of 4,443 subjects, the
on-treatment SGRQ responder rates at one year (defined as a change in score of 4 or more as
threshold) were 49% for BREO ELLIPTA 100/25, 47% for placebo, 48% for fluticasone furoate,
and 48% for vilanterol (odds ratio 1.18; 95% CI: 0.97, 1.44 for BREO ELLIPTA 100/25
compared with placebo).

36
Reference ID: 4098273



14.2 Asthma

The safety and efficacy of BREO ELLIPTA were evaluated in 9,969 subjects with asthma. The
development program included 4 confirmatory trials (2 of 12 weeks’ duration, 1 of 24 weeks’
duration, 1 exacerbation trial of 24 to 76 weeks’ duration), one 24-week active comparator trial
with fluticasone propionate/salmeterol 250 mcg/50 mcg, and dose-ranging trials of shorter
duration. The efficacy of BREO ELLIPTA is based primarily on the dose-ranging trials and the
4 confirmatory trials described below.

Dose Selection for Vilanterol

Dose selection for vilanterol in asthma was supported by a 28-day, randomized, double-blind,
placebo-controlled, parallel-group trial evaluating 5 doses of vilanterol (3 to 50 mcg) or placebo
dosed in the evening in 607 subjects with asthma. Results demonstrated dose-related increases
from baseline in FEV; at Day 1 and Day 28 (Figure 5).

Figure 5. Least Squares (LS) Mean Change from Baseline in Postdose Serial FEV; (0-24 h)
(mL) on Days 1 and 28
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Day 28
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The differences in trough FEV; on Day 28 from placebo for the 3-, 6.25-, 12.5-, 25-, and 50-mcg
doses were 64 mL (95% CI: -36, 164), 69 mL (95% CI: -29, 168), 130 mL (95% CI: 30, 230),
121 mL (95% CI: 23, 220), and 162 mL (95% CI: 62, 261), respectively. These results and
results of the secondary endpoints supported the evaluation of vilanterol 25 mcg once daily in the
confirmatory trials for asthma.

Dose Selection for Fluticasone Furoate

Eight doses of fluticasone furoate ranging from 25 to 800 mcg once daily were evaluated in

3 randomized, double-blind, placebo-controlled, 8-week trials in subjects with asthma. A
dose-related increase in trough FEV; at Week 8 was seen for doses from 25 to 200 mcg with no
consistent additional benefit for doses above 200 mcg. To evaluate dosing frequency, a separate
trial compared fluticasone furoate 200 mcg once daily and fluticasone furoate 100 mcg twice
daily. The results supported the selection of the once-daily dosing frequency (Figure 6).
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Figure 6. Fluticasone Furoate Dose-Ranging and Dose-Frequency Trials
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FF = fluticasone furoate, FP = fluticasone propionate, QD = once daily, BID = twice daily.

Confirmatory Trials

The efficacy of BREO ELLIPTA was evaluated in 4 randomized, double-blind, parallel-group
clinical trials in adolescent and adult subjects with asthma. Three trials were designed to evaluate
the safety and efficacy of BREO ELLIPTA given once daily in subjects who were not controlled
on their current treatments of inhaled corticosteroid or combination therapy consisting of an
inhaled corticosteroid plus a LABA (Trials 1, 2, and 3). A 24- to 76-week exacerbation trial was
designed to demonstrate that treatment with BREO ELLIPTA 100/25 significantly decreased the
risk of asthma exacerbations as measured by time to first asthma exacerbation when compared
with fluticasone furoate 100 mcg (Trial 5). This trial enrolled subjects who had one or more
asthma exacerbations in the year prior to trial entry. The demographics of these 4 trials and the
comparator trial (Trial 6) are provided in Table 6. While subjects aged 12 to 17 years were
included in these trials, BREO ELLIPTA is not approved for use in this age group [see
Indications (1.2), Adverse Reactions (6.2), Use in Specific Populations (8.4)].
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Table 6. Demography of Asthma Trials 1, 2, 3, 5, and 6

Trial 1 Trial 2 Trial 3 Trial 5 Trial 6

Parameter n =609 n=1,039 n =586 n=2019 n = 806
Mean age (years) (range) 40 (12, 84) | 46 (12,82) | 46 (12,76) | 42 (12,82) | 43 (12, 80)
Female (%) 58 60 59 67 61
White (%) 84 88 84 73 59
Duration of asthma (years) 12 18 16 16 21
Never smoked® (%) N/A 84 N/A 86 81
Predose FEV; (L) at 2.32 1.97 2.15 2.20 2.03
baseline
Mean percent predicted 70 62 67 72 68
FEV, at baseline (%)
% Reversibility 29 30 29 24 28
Absolute reversibility (mL) 614 563 571 500 512

N/A = Data not collected.

% Trials did not include current smokers; past smokers had less than 10 packs per year history.

Trials 1, 2, and 3 were 12- or 24-week trials that evaluated the efficacy of BREO ELLIPTA on
lung function in subjects with asthma. In Trial 1, subjects were randomized to BREO ELLIPTA
100/25, fluticasone furoate 100 mcg, or placebo. In Trial 2, subjects were randomized to BREO
ELLIPTA 100/25, BREO ELLIPTA 200/25, or fluticasone furoate 100 mcg. In Trial 3, subjects
were randomized to BREO ELLIPTA 200/25, fluticasone furoate 200 mcg, or fluticasone
propionate 500 mcg. All inhalations were administered once daily, with the exception of
fluticasone propionate, which was administered twice daily. Subjects receiving an inhaled
corticosteroid or an inhaled corticosteroid plus a LABA (doses of inhaled corticosteroid varied
by trial and asthma severity) entered a 4-week run-in period during which LABA treatment was
stopped. Subjects reporting symptoms and/or rescue beta,-agonist medication use during the run-
in period were continued in the trial.

In Trials 1 and 3, change from baseline in weighted mean FEV; (0 to 24 hours) and change from
baseline in trough FEV; at approximately 24 hours after the last dose at study endpoint (12 and
24 weeks, respectively) were co-primary efficacy endpoints. In Trial 2, change from baseline in
weighted mean FEV; (0 to 24 hours) at Week 12 was the primary efficacy endpoint; change from
baseline in trough FEV; at approximately 24 hours after the last dose at Week 12 was a
secondary endpoint. (See Table 7.) Weighted mean FEV; (0 to 24 hours) was derived from serial
measurements taken within 30 minutes prior to dosing and postdose assessments at 5, 15, and
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30 minutesand 1, 2, 3, 4, 5, 12, 16, 20, 23, and 24 hours after the final dose. Other secondary
endpoints included change from baseline in percentage of rescue-free 24-hour periods and
percentage of symptom-free 24-hour periods over the treatment period.

Table 7. Change from Baseline in Weighted Mean FEV; (0-24 h) (mL) and Trough FEV;
(mL) at Study Endpoint (Trials 1, 2, and 3)

Weighted Mean FEV; (0-24 h) (mL)
Difference from
Study (Duration)
Background Treatment Fluticasone Fluticasone
Placebo Furoate 100 mcg | Furoate 200 mcg
Treatment n (95% CI) (95% CI) (95% CI)

Trial 1 (12 Weeks)
Low- to mid-dose ICS or low-dose ICS + LABA
BREO ELLIPTA 100/25 108 302 116 —

(178, 426) (-5, 236)
Trial 2 (12 Weeks)
Mid- to high-dose ICS or mid-dose ICS + LABA
BREO ELLIPTA 100/25 312 — 108 —

(45, 171)
Trial 3 (24 Weeks)
High-dose ICS or mid-dose ICS + LABA
BREO ELLIPTA 200/25 89 — — 136
(1, 270)
Trough FEV; (mL)
Difference from
Study (Duration)
Background Treatment Fluticasone Fluticasone
Placebo Furoate 100 mcg | Furoate 200 mcg
Treatment n (95% CI) (95% CI) (95% CI)

Trial 1 (12 Weeks)
Low- to mid-dose ICS or low-dose ICS + LABA
BREO ELLIPTA 100/25 200 172 36 —

(87, 258) (-48, 120)
Trial 2 (12 Weeks)
Mid- to high-dose ICS or mid-dose ICS + LABA
BREO ELLIPTA 100/25 334 — 77 —

(16, 138)
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Trial 3 (24 Weeks)
High-dose ICS or mid-dose ICS + LABA

BREO ELLIPTA 200/25 187 — — 193
(108, 277)

ICS = inhaled corticosteroid, LABA = long-acting beta,-adrenergic agonist.

In Trial 1, weighted mean FEV; (0 to 24 hours) was assessed in a subset of subjects (n = 309). At
Week 12, change from baseline in weighted mean FEV; (0 to 24 hours) was significantly greater
for BREO ELLIPTA 100/25 compared with placebo (302 mL; 95% CI: 178, 426; P<0.001)
(Table 7); change from baseline in weighted mean FEV; (0 to 24 hours) for BREO ELLIPTA
100/25 was numerically greater than fluticasone furoate 100 mcg, but not statistically significant
(116 mL; 95% CI: -5, 236). At Week 12, change from baseline in trough FEV; was significantly
greater for BREO ELLIPTA 100/25 compared with placebo (172 mL; 95% CI: 87, 258;
P<0.001) (Table 7); change from baseline in trough FEV; for BREO ELLIPTA 100/25 was
numerically greater than fluticasone furoate 100 mcg, but not statistically significant (36 mL;
95% CI. -48, 120).

In Trial 2, the change from baseline in weighted mean FEV; (0 to 24 hours) was significantly
greater for BREO ELLIPTA 100/25 compared with fluticasone furoate 100 mcg (108 mL;

95% CI: 45, 171; P<0.001) at Week 12 (Table 7). In a descriptive analysis, the change from
baseline in weighted mean FEV; (0 to 24 hours) for BREO ELLIPTA 200/25 was numerically
greater than BREO ELLIPTA 100/25 (24 mL; 95% ClI: -37, 86) at Week 12. The change from
baseline in trough FEV; was significantly greater for BREO ELLIPTA 100/25 compared with
fluticasone furoate 100 mcg (77 mL, 95% CI: 16, 138; P = 0.014) at Week 12 (Table 7). In a
descriptive analysis, the change from baseline in trough FEV; for BREO ELLIPTA 200/25 was
numerically greater than BREO ELLIPTA 100/25 (16 mL; 95% ClI: -46, 77) at Week 12.

In Trial 3, the change from baseline in weighted mean FEV; (0 to 24 hours) was significantly
greater for BREO ELLIPTA 200/25 compared with fluticasone furoate 200 mcg (136 mL;

95% CI: 1, 270; P = 0.048) at Week 24 (Table 7). The change from baseline in trough FEV; was
significantly greater for BREO ELLIPTA 200/25 compared with fluticasone furoate 200 mcg
(193 mL, 95% CI: 108, 277; P<0.001) at Week 24.

Lung function improvements were demonstrated through weighted mean FEV; (0 to 24 hours)
over the 24-hour period following the final dose of BREO ELLIPTA in Trials 2 and 3. Serial
FEV1 measurements were taken within 30 minutes prior to dosing and postdose assessments at 5,
15, and 30 minutes and 1, 2, 3, 4, 5, 12, 16, 20, 23, and 24 hours in Trials 1, 2, and 3. A
representative figure is shown from Trial 2 in Figure 7.
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Figure 7. Least Squares (LS) Mean Change from Baseline in Individual Serial FEV; (mL)
Assessments over 24 Hours after 12 Weeks of Treatment (Trial 2)
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Subjects receiving BREO ELLIPTA 100/25 (Trial 2) or BREO ELLIPTA 200/25 (Trial 3) had
significantly greater improvements from baseline in percentage of 24-hour periods without need
of beta,-agonist rescue medication use and percentage of 24-hour periods without asthma
symptoms compared with subjects receiving fluticasone furoate 100 mcg or fluticasone furoate
200 mcg, respectively. In a descriptive analysis (Trial 2), subjects receiving BREO ELLIPTA
200/25 had numerical improvements from baseline in percentage of 24-hour periods without
need of beta,-agonist rescue medication use and percentage of 24-hour periods without asthma
symptoms compared with subjects receiving BREO ELLIPTA 100/25.

Trial 5 was a 24- to 76-week event-driven exacerbation trial that evaluated whether BREO
ELLIPTA 100/25 significantly decreased the risk of asthma exacerbations as measured by time
to first asthma exacerbation when compared with fluticasone furoate 100 mcg in subjects with
asthma. Subjects receiving low- to high-dose inhaled corticosteroid (fluticasone propionate

100 mcg to 500 mcg twice daily or equivalent) or low- to mid-dose inhaled corticosteroid plus a
LABA (fluticasone propionate/salmeterol 100 mcg/50 mcg to 250 mcg/50 mcg twice daily or
equivalent) and a history of 1 or more asthma exacerbations that required treatment with
oral/systemic corticosteroid or emergency department visit or in-patient hospitalization for the
treatment of asthma in the year prior to trial entry, entered a 2-week run-in period during which
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LABA treatment was stopped. Subjects reporting symptoms and/or rescue betay-agonist
medication use during the run-in period were continued in the trial.

The primary endpoint was time to first asthma exacerbation. Asthma exacerbation was defined as
deterioration of asthma requiring the use of systemic corticosteroid for at least 3 days or an
in-patient hospitalization or emergency department visit due to asthma that required systemic
corticosteroid. Rate of asthma exacerbation was a secondary endpoint. The hazard ratio from the
Cox Model for the analysis of time to first asthma exacerbation for BREO ELLIPTA 100/25
compared with fluticasone furoate 100 mcg was 0.795 (95% CI. 0.642, 0.985). This represents a
20% reduction in the risk of experiencing an asthma exacerbation for subjects treated with
BREO ELLIPTA 100/25 compared with fluticasone furoate 100 mcg (P = 0.036). Mean yearly
rates of asthma exacerbations of 0.14 and 0.19 in subjects treated with BREO ELLIPTA 100/25
compared with fluticasone furoate 100 mcg, respectively, were observed (25% reduction in rate;
95% CI: 5%, 40%).

Comparator Trial

Trial 6 was a 24-week trial that compared the efficacy of BREO ELLIPTA 100/25 once daily
with fluticasone propionate/salmeterol 250 mcg/50 mcg twice daily (N = 806). Subjects
receiving mid-dose inhaled corticosteroid (fluticasone propionate 250 mcg twice daily or
equivalent) entered a 4-week run-in period during which all subjects received fluticasone
propionate 250 mcg twice daily. The primary endpoint was change from baseline in weighted
mean FEV; (0 to 24 hours) at Week 24,

The mean change (SE) from baseline in weighted mean FEV; (0 to 24 hours) for BREO
ELLIPTA 100/25 was 341 (18.4) mL compared with 377 (18.5) mL for fluticasone
propionate/salmeterol 250 mcg/50 mcg (treatment difference -37 mL; 95% CI: -88, 15;
P =0.162).

16 HOW SUPPLIED/STORAGE AND HANDLING

BREO ELLIPTA is supplied as a disposable light grey and pale blue plastic inhaler containing
2 foil strips, each with 30 blisters (or 14 blisters for the institutional pack). One strip contains
fluticasone furoate (100 or 200 mcg per blister), and the other strip contains vilanterol (25 mcg
per blister). A blister from each strip is used to create 1 dose. The inhaler is packaged within a
moisture-protective foil tray with a desiccant and a peelable lid in the following packs:

NDC 0173-0859-10 BREO ELLIPTA 100/25 30 inhalations (60 blisters)
NDC 0173-0859-14 BREO ELLIPTA 100/25 14 inhalations (28 blisters), institutional pack
NDC 0173-0882-10 BREO ELLIPTA 200/25 30 inhalations (60 blisters)
NDC 0173-0882-14 BREO ELLIPTA 200/25 14 inhalations (28 blisters), institutional pack
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Store at room temperature between 68°F and 77°F (20°C and 25°C); excursions permitted from
59°F to 86°F (15°C to 30°C) [See USP Controlled Room Temperature]. Store in a dry place
away from direct heat or sunlight. Keep out of reach of children.

BREO ELLIPTA should be stored inside the unopened moisture-protective foil tray and only
removed from the tray immediately before initial use. Discard BREO ELLIPTA 6 weeks after
opening the foil tray or when the counter reads “0” (after all blisters have been used), whichever
comes first. The inhaler is not reusable. Do not attempt to take the inhaler apart.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions
for Use).

Asthma-Related Death

Inform patients with asthma that LABA, such as vilanterol, one of the active ingredients in
BREO ELLIPTA, increase the risk of asthma-related death and may increase the risk of
asthma-related hospitalization in pediatric and adolescent patients. Also inform them that
currently available data are inadequate to determine whether concurrent use of inhaled
corticosteroids or other long-term asthma control drugs mitigates the increased risk of
asthma-related death from LABA.

Not for Acute Symptoms

Inform patients that BREO ELLIPTA is not meant to relieve acute symptoms of COPD or
asthma and extra doses should not be used for that purpose. Advise patients to treat acute
symptoms with an inhaled, short-acting beta,-agonist such as albuterol. Provide patients with
such medication and instruct them in how it should be used.

Instruct patients to seek medical attention immediately if they experience any of the following:
e Decreasing effectiveness of inhaled, short-acting beta,-agonists
e Need for more inhalations than usual of inhaled, short-acting beta,-agonists
e Significant decrease in lung function as outlined by the physician

Tell patients they should not stop therapy with BREO ELLIPTA without physician/provider
guidance since symptoms may recur after discontinuation.

Do Not Use Additional Long-acting Betay-agonists

Instruct patients not to use other LABA for COPD and asthma.
Local Effects

Inform patients that localized infections with Candida albicans occurred in the mouth and
pharynx in some patients. If oropharyngeal candidiasis develops, it should be treated with
appropriate local or systemic (i.e., oral) antifungal therapy while still continuing therapy with
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BREO ELLIPTA, but at times therapy with BREO ELLIPTA may need to be temporarily
interrupted under close medical supervision. Advise patients to rinse the mouth with water
without swallowing after inhalation to help reduce the risk of thrush.

Pneumonia

Patients with COPD have a higher risk of pneumonia; instruct them to contact their healthcare
providers if they develop symptoms of pneumonia.

Immunosuppression

Warn patients who are on immunosuppressant doses of corticosteroids to avoid exposure to
chickenpox or measles and, if exposed, to consult their physicians without delay. Inform patients
of potential worsening of existing tuberculosis; fungal, bacterial, viral, or parasitic infections; or
ocular herpes simplex.

Hypercorticism and Adrenal Suppression

Advise patients that BREO ELLIPTA may cause systemic corticosteroid effects of
hypercorticism and adrenal suppression. Additionally, inform patients that deaths due to adrenal
insufficiency have occurred during and after transfer from systemic corticosteroids. Patients
should taper slowly from systemic corticosteroids if transferring to BREO ELLIPTA.

Reduction in Bone Mineral Density

Advise patients who are at an increased risk for decreased BMD that the use of corticosteroids
may pose an additional risk.

Ocular Effects

Inform patients that long-term use of inhaled corticosteroids may increase the risk of some eye
problems (cataracts or glaucoma); consider regular eye examinations.

Risks Associated with Beta-agonist Therapy

Inform patients of adverse effects associated with beta,-agonists, such as palpitations, chest pain,
rapid heart rate, tremor, or nervousness.

Hypersensitivity Reactions, Including Anaphylaxis

Advise patients that hypersensitivity reactions (e.g., anaphylaxis, angioedema, rash, urticaria)
may occur after administration of BREO ELLIPTA. Instruct patients to discontinue BREO
ELLIPTA if such reactions occur. There have been reports of anaphylactic reactions in patients
with severe milk protein allergy after inhalation of other powder medications containing lactose;
therefore, patients with severe milk protein allergy should not use BREO ELLIPTA.

Trademarks are owned by or licensed to the GSK group of companies.
BREO ELLIPTA was developed in collaboration with INNQVIVA.
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MEDICATION GUIDE

BREO ELLIPTA (BRE-oh e-LIP-ta) 100/25
(fluticasone furoate 100 mcg and vilanterol 25 mcg inhalation powder)
BREO ELLIPTA (BRE-oh e-LIP-ta) 200/25
(fluticasone furoate 200 mcg and vilanterol 25 mcg inhalation powder)
for oral inhalation

What is the most important information | should know about BREO ELLIPTA?
BREO ELLIPTA can cause serious side effects, including:

People with asthma who take long-acting beta,-adrenergic agonist (LABA) medicines, such as vilanterol (one
of the medicines in BREO ELLIPTA), have an increased risk of death from asthma problems. It is not known
whether fluticasone furoate, the other medicine in BREO ELLIPTA, reduces the risk of death from asthma problems
seen with LABA medicines.

Call your healthcare provider if breathing problems worsen over time while using BREO ELLIPTA. You may
need different treatment.

Get emergency medical care if:

0 your breathing problems worsen quickly.

0 Yyou use your rescue inhaler, but it does not relieve your breathing problems.

For people with asthma, BREO ELLIPTA should be used only if your healthcare provider decides that your asthma is
not well controlled with a long-term asthma control medicine, such as an inhaled corticosteroid.

When your asthma is well controlled, your healthcare provider may tell you to stop taking BREO ELLIPTA. Your
healthcare provider will decide if you can stop BREO ELLIPTA without loss of asthma control. Your healthcare
provider may prescribe a different asthma control medicine for you, such as an inhaled corticosteroid.

Children and adolescents who take LABA medicines may have an increased risk of being hospitalized for asthma
problems.

What is BREO ELLIPTA?

BREO ELLIPTA combines an inhaled corticosteroid (ICS) medicine, fluticasone furoate, and a LABA medicine,
vilanterol.

ICS medicines such as fluticasone furoate help to decrease inflammation in the lungs. Inflammation in the lungs can
lead to breathing problems.

LABA medicines such as vilanterol help the muscles around the airways in your lungs stay relaxed to prevent
symptoms, such as wheezing, cough, chest tightness, and shortness of breath. These symptoms can happen when
the muscles around the airways tighten. This makes it hard to breathe.

BREO ELLIPTA should not be used in children and adolescents. It is not known if BREO ELLIPTA is safe and
effective in children and adolescents younger than 18 years of age.

BREO ELLIPTA is used for COPD and asthma and as follows:

COPD:

BREO ELLIPTA 100/25 is a prescription medicine used to treat COPD. COPD is a chronic lung disease that includes
chronic bronchitis, emphysema, or both. BREO ELLIPTA 100/25 is used long term as 1 inhalation 1 time each day to
improve symptoms of COPD for better breathing and to reduce the number of flare-ups (the worsening of your COPD
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symptoms for several days).

BREO ELLIPTA is not used to relieve sudden breathing problems and will not replace a rescue inhaler.
Asthma:

BREO ELLIPTA is a prescription medicine used as 1 inhalation 1 time each day to prevent and control symptoms of
asthma for better breathing and to prevent symptoms such as wheezing.

BREO ELLIPTA contains vilanterol. LABA medicines such as vilanterol increase the risk of death from asthma
problems.

BREO ELLIPTA is not for people with asthma who are well controlled with an asthma control medicine, such as a low
to medium dose of an inhaled corticosteroid medicine.

BREO ELLIPTA is not used to relieve sudden breathing problems and will not replace a rescue inhaler.

Do not use BREO ELLIPTA:

e to treat sudden, severe symptoms of asthma or COPD.

e if you have a severe allergy to milk proteins. Ask your healthcare provider if you are not sure.

e if you are allergic to fluticasone furoate, vilanterol, or any of the ingredients in BREO ELLIPTA. See the end of this
leaflet for a complete list of ingredients in BREO ELLIPTA.

Before using BREO ELLIPTA, tell your healthcare provider about all of your medical conditions, including if you:

e have heart problems.

e have high blood pressure.

e have seizures.

e have thyroid problems.

e have diabetes.

e have liver problems.

e have weak bones (osteoporosis).

e have an immune system problem.

e have eye problems such as glaucoma or cataracts.

e are allergic to milk proteins.

¢ have any type of viral, bacterial, fungal, or parasitic infection.

e are exposed to chickenpox or measles.

e are pregnant or plan to become pregnant. It is not known if BREO ELLIPTA may harm your unborn baby.

e are breastfeeding. It is not known if the medicines in BREO ELLIPTA pass into your breast milk and if they can harm
your baby.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter medicines,

vitamins, and herbal supplements. BREO ELLIPTA and certain other medicines may interact with each other. This may

cause serious side effects. Especially tell your healthcare provider if you take antifungal or anti-HIV medicines.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a new

medicine.

How should | use BREO ELLIPTA?

Read the step-by-step instructions for using BREO ELLIPTA at the end of this Medication Guide.

e Do not use BREO ELLIPTA unless your healthcare provider has taught you how to use the inhaler and you
understand how to use it correctly.
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e BREO ELLIPTA comes in 2 different strengths. Your healthcare provider prescribed the strength that is best for you.

e Use BREO ELLIPTA exactly as your healthcare provider tells you to use it. Do not use BREO ELLIPTA more often
than prescribed.

e Use 1inhalation of BREO ELLIPTA 1 time each day. Use BREO ELLIPTA at the same time each day.

e If you miss a dose of BREO ELLIPTA, take it as soon as you remember. Do not take more than 1 inhalation per day.
Take your next dose at your usual time. Do not take 2 doses at 1 time.

e If you take too much BREO ELLIPTA, call your healthcare provider or go to the nearest hospital emergency room right
away if you have any unusual symptoms, such as worsening shortness of breath, chest pain, increased heart rate, or
shakiness.

e Do not use other medicines that contain a LABA for any reason. Ask your healthcare provider or pharmacist if
any of your other medicines are LABA medicines.

e Do not stop using BREO ELLIPTA unless told to do so by your healthcare provider because your symptoms might get
worse. Your healthcare provider will change your medicines as needed.

e BREO ELLIPTA does not relieve sudden symptoms of asthma or COPD and you should not take extra doses
of BREO ELLIPTA to relieve these sudden symptoms. Always have a rescue inhaler with you to treat sudden
symptoms. If you do not have a rescue inhaler, call your healthcare provider to have one prescribed for you.

e Call your healthcare provider or get medical care right away if:

0 your breathing problems get worse.

0 Yyou need to use your rescue inhaler more often than usual.

0 your rescue inhaler does not work as well to relieve your symptoms.

0 your peak flow meter results decrease. Your healthcare provider will tell you the numbers that are right for you.

What are the possible side effects of BREO ELLIPTA?

BREO ELLIPTA can cause serious side effects, including:

See “What is the most important information | should know about BREO ELLIPTA?”

e fungal infection in your mouth or throat (thrush). Rinse your mouth with water without swallowing after using
BREO ELLIPTA to help reduce your chance of getting thrush.

e pneumonia. People with COPD have a higher chance of getting pneumonia. BREO ELLIPTA may increase the
chance of getting pneumonia. Call your healthcare provider if you notice any of the following symptoms:

0 increase in mucus (sputum) production o chills
o0 change in mucus color 0 increased cough
o fever 0 increased breathing problems

e weakened immune system and increased chance of getting infections (immunosuppression).

e reduced adrenal function (adrenal insufficiency). Adrenal insufficiency is a condition where the adrenal glands do
not make enough steroid hormones. This can happen when you stop taking oral corticosteroid medicines (such as
prednisone) and start taking a medicine containing an inhaled corticosteroid (such as BREO ELLIPTA). During this
transition period, when your body is under stress from fever, trauma (such as a car accident), infection, surgery, or
worse COPD symptoms, adrenal insufficiency can get worse and may cause death.

Symptoms of adrenal insufficiency include:
o feeling tired 0 nausea and vomiting
o lack of energy 0 low blood pressure
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o weakness

sudden breathing problems immediately after inhaling your medicine. If you have sudden breathing problems
immediately after inhaling your medicine, stop taking BREO ELLIPTA and call your healthcare provider right away.

serious allergic reactions. Call your healthcare provider or get emergency medical care if you get any of the
following symptoms of a serious allergic reaction:
0 rash o swelling of your face, mouth, and tongue
o0 hives 0 breathing problems
effects on heart.

0 increased blood pressure 0 chest pain

o afast orirregular heartbeat, awareness of heartbeat
effects on nervous system.

o tremor O nervousness

bone thinning or weakness (osteoporosis).

eye problems including glaucoma and cataracts. You should have regular eye exams while using BREO
ELLIPTA.

changes in laboratory blood levels, including high levels of blood sugar (hyperglycemia) and low levels of
potassium (hypokalemia).

slowed growth in children.

Common side effects of BREO ELLIPTA include:
COPD:

runny nose and sore throat e bronchitis

upper respiratory tract infection

headache

thrush in your mouth or throat. Rinse your mouth
with water without swallowing after use to help
prevent this.

back pain

pneumonia

Asthma:

runny nose and sore throat

thrush in your mouth or throat. Rinse your mouth
with water without swallowing after use to help
prevent this.

headache

flu

These are not all the possible side effects of BREO ELLIPTA.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

inflammation of the sinuses
cough

mouth and throat pain

joint pain

increased blood pressure
flu

fever

respiratory tract infection
bronchitis

inflammation of the sinuses
mouth and throat pain
hoarseness and voice changes
cough

How should | store BREO ELLIPTA?
Store BREO ELLIPTA at room temperature between 68°F and 77°F (20°C and 25°C). Keep in a dry place away from

heat and sunlight.
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e Store BREO ELLIPTA in the unopened foil tray and only open when ready for use.

e Safely throw away BREO ELLIPTA in the trash 6 weeks after you open the foil tray or when the counter reads “0”,
whichever comes first. Write the date you open the tray on the label on the inhaler.

Keep BREO ELLIPTA and all medicines out of the reach of children.

General information about the safe and effective use of BREO ELLIPTA.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use BREO
ELLIPTA for a condition for which it was not prescribed. Do not give BREO ELLIPTA to other people, even if they have
the same symptoms that you have. It may harm them.

You can ask your healthcare provider or pharmacist for information about BREO ELLIPTA that is written for health
professionals.

What are the ingredients in BREO ELLIPTA?
Active ingredients: fluticasone furoate, vilanterol trifenatate
Inactive ingredients: lactose monohydrate (contains milk proteins), magnesium stearate

For more information about BREO ELLIPTA, call 1-888-825-5249 or visit our website at www.myBREO.com.

Trademarks are owned by or licensed to the GSK group of companies.
BREO ELLIPTA was developed in collaboration with INN QVIVA.

GlaxoSmithKline
Research Triangle Park, NC 27709

©2017 GSK group of companies or its licensor.

BRE:XMG

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: May 2017

INSTRUCTIONS FOR USE

BREO ELLIPTA (BRE-oh e-LIP-ta) 100/25
(fluticasone furoate 100 mcg and vilanterol 25 mcg inhalation powder)
BREO ELLIPTA (BRE-oh e-LIP-ta) 200/25
(fluticasone furoate 200 mcg and vilanterol 25 mcg inhalation powder)
for oral inhalation

Read this before you start:

o If you open and close the cover without inhaling the medicine, you will lose the dose.

e Thelost dose will be securely held inside the inhaler, but it will no longer be available to be
inhaled.

e ltis not possible to accidentally take a double dose or an extra dose in 1 inhalation.

Your BREO ELLIPTA inhaler
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Figure K

Step 4.

Step 5.

Step 6.

Breathe out slowly and gently. See Figure I.
You may not taste or feel the medicine, even when you
are using the inhaler correctly.

Do not take another dose from the inhaler even if you
do not feel or taste the medicine.

Close the inhaler. See Figure J.

You can clean the mouthpiece if needed, using a dry
tissue, before you close the cover. Routine cleaning is
not required.

Slide the cover up and over the mouthpiece as far as it
will go.

Rinse your mouth. See Figure K.

Rinse your mouth with water after you have used the
inhaler and spit the water out. Do not swallow the
water.

Important Note: When should you get a refill?

Figure L

When you have less than 10 doses remaining in your
inhaler, the left half of the counter shows red as a reminder
to get a refill. See Figure L.

After you have inhaled the last dose, the counter will show
“0” and will be empty.

Throw the empty inhaler away in your household trash out of
reach of children and pets.
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If you have questions about BREO ELLIPTA or how to use your inhaler, call GlaxoSmithKline (GSK) at
1-888-825-5249 or visit www.myBREO.com.

Trademarks are owned by or licensed to the GSK group of companies.
BREO ELLIPTA was developed in collaboration with INNQVIVA.

GlaxoSmithKline
Research Triangle Park, NC 27709

©2017 GSK group of companies or its licensor.
BRE:XIFU

This Instructions for Use has been approved by the U.S. Food and Drug Administration. Revised: May 2017
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